Lupin Pharmaceuticals, Inc.

Dockets Management Branch

IFood and Drug Administration
Department of Health and Human Services
HIFA-305, Room 1061

5630 Fishers Lane

Rockville. MD 20852

SUITABILITY PETITION

This petition is submitted pursuant to 21 CFR 10.20 and 10.30. as provided for in 21 CFR 314.93
and Section 505()(2)c¢) of the Federal I'ood. Drug and Cosmctic Act, to request the
Commissioner of the Food and Drug Administration to declare that the drug product Cefixime
Chewable Tablets, 100 g, 150 mg and 200 mg are suitable for submission as an abbreviated

new drug application (ANDA).

A. Action Requested

The petition is submitted for changes in dosage torm and strength [from “powder for oral
suspension, 100 mg/5 mL™ to “Chewable Tablets, 100 mg. 150 mg and 200 rag] from that of the
reference listed drug product. Suprax® (cefixime) for Oral Suspension 100 mg/5 ml
manufactured by Lupin Limited. Cefixime Chewable Tablets will be marketed in dosage
strengths of 100 mg, 150 mg and 200 mg. The drug. the route of administration and the dosage
regimen for use apart from differences explained under “statement of grounds™ followed. are the

same as the reference listed drug product.

B. Statement of Grounds

The recommended dose of Suprax® (cefixime) for Oral Suspension is 8 mg/kg/day. This may be
administered as a single daily dose or may be given in two divided doses, as 4 mg/kg every 12

hours.
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The requested change in strength should not raise any questions regarding safety or efficacy as
the proposed strengths for Cefixime Chewable Fablets (i.c. 100 mg. 150 mg and 200 mg)
represent intermediate strengths between the already approved lowest (50 mg) and highest

(400 mg) dosage regimen of Suprax® (cefixime) for Oral Suspension.

Cefixime Chewable Tablets 100 mg are appropriate for a 100 mg dose, Cefixime Chewable
Tablets 150 mg are appropriate lor a 150 mg dose and Cefixime Chewable Tablets 200 mg are

appropriate for a 200 mg dosc.

Additionally. Cefixime Chewable Tablets are expected to ofter a better alternative to the powder

for oral suspension duc to the following advantages:

X> Unit dose dispensing

[X> Convenicnce to the patient with respect to the easc of administration. even during
travel

B> Storage of the product will not require special conditions (e.g., refrigeration)

B> Easce of carrying

> Better precision of dosage over the traditional teaspoontul

B> This will lead to better patient compliance

The proposed drug product is expected to demonstrate biocquivalence to the reference listed drug
product - Suprax® (cefixime) for Oral Suspension 100 mg/> ml.; data will be submitted at a later

date.

Labeling of the proposed product (provided as Enclosure 1) will be the same as that of the

reference listed drug product (provided as Enclosure 2) with difterences explained above.

Further, the petitioner intends to collaborate closely with the Agency on the labeling and package

insert of the proposed product to assure the safety and effectiveness of this product.
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C. Pediatric Use Information
As the package insert of Lupin Limited’s Suprax” (cefixime) for Oral Suspension contains
adequate dosing and administration information for the pediatric population, no additional studies

are required.

D. Environmental Impact

An e ironmental assessment report on the action requested in this petition is not required under

21 CFR 2531

E. Economic Impact

The petitioner does not believe that this is applicable in this case, but will agree 1o provide such

an analysis it requested by the agency.

F. Certification

The undersigned certifies that to the best of his knowledge. this petition includes all information
and views on which the petition relies, and that it includes representative data and information

known to the petitioner which are unfavorable to the petition.

Sincerely,

For Lupin Limited,

yod
VINITA GUPTA

President - Lupin Pharmaceuticals, Inc.

Enclosures - As above

cc Mr. Gary Buehler, Director, Office of Generic Drugs
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ENCLOSURE 1

Labeling of the Proposed Product -
Cefixime Chewable Tablets 100 mg, 150 mg, 200 mg




CEFIXIME CHEWABLE TABLETS
Rx only

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
cefixime chewable tablets and other antibacterial drugs, cefixime chewable tablets should be
used only to treat or prevent infections that are proven or strongly suspected to be caused by
bacteria.

DESCRIPTION

Cefixime chewable tablets is a semisynthetic, cephalosporin antibiotic for oral administration.
Chemically, it is (6R, 7R)-7-[2-(2-Amino-4-thia-zolyl)glyoxylamido]-8-ox0-3-vinyl-5-thia-1-
azabicyclo[4.2.0] oct-2-ene-2-carboxylic acid, 7*(Z)-[O-(carboxymethyl) oxime] trihydrate.
Molecular weight = 507.50 as the trihydrate.

The structural formula for cefixime is:
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Each chewable tablet contains either 100 mg, 150 mg or 200 mg of cefixime as the trihydrate.

Inactive ingredients will be furnished when ANDA is submitted, since this is proprietary
information. The inactives are GRAS ingredients at appropriate levels.

CLINICAL PHARMACOLOGY
Cefixime chewable tablets are bioequivalent to oral suspension.

Cefixime chewable tablets or oral suspension, given orally, is about 40%-50% absorbed
whether administered with or without food; however, time to maximal absorption is increased
approximately 0.8 hours when administered with food. Cefixime chewable tablets or oral
suspension produces average peak concentrations approximately 25%-50% higher than the
tablets, when tested in normal adult volunteers. Two hundred and 400 mg doses of cefixime
chewable tablets or oral suspension produce average peak concentrations of 3 mcg/mL (range
1 to 4.5 mcg/mL) and 4.6 mcg/mL (range 1.9 to 7.7 mcg/mL), respectively, when tested in
normal adult volunteers. The area under the time versus concentration curve is greater by
approximately 10%-25% with the cefixime chewable tablets or oral suspension than with the
tablet after doses of 100 to 400 mg, when tested in normal adult volunteers. This increased
absorption should be taken into consideration if the cefixime chewable tablets or oral
suspension is to be substituted for the tablet. Because of the lack of bioequivalence, tablets
should not be substituted for cefixime chewable tablets or oral suspension in the treatment of
otitis media. (See DOSAGE AND ADMINISTRATION). Cross-over studies of tablet versus
chewable tablets or suspension have not been performed in children.
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Peak serum concentrations occur between 2 and 6 hours following oral administration of
400 mg of cefixime chewable tablets or cefixime suspension.

Peak serum concentrations occur between 2 and 5 hours following a single administration of
200 mg of chewable tablets or suspension.

TABLE

Serum Levels of Cefixime after Administration of Tablets (mcg/mL)

DOSE 1h 2h 4h 6h 8h 12h 24h
100 mg 0.3 0.8 0.7 0.4 0.2 0.02
200 mg 0.7 1.4 2 1.5 1 0.4 0.03
400 mg 1.2 2.5 3.5 27 1.7 0.6 0.04
Serum Levels of Cefixime after Administration of Chewable Tablets or Oral Suspension
{(meg/mL)

DOSE 1h 2h 4h 6h 8h 12h 24h
100 mg 0.7 1.1 1.3 0.9 0.6 0.2 0.02
200 mg 1.2 2.1 2.8 2 1.3 0.5 0.07
400 mg 1.8 3.3 4.4 33 22 0.8 0.07

Approximately 50% of the absorbed dose is excreted unchanged in the urine in 24 hours. In
animal studies, it was noted that cefixime is also excreted in the bile in excess of 10% of the
administered dose. Serum protein binding is concentration independent with a bound fraction
of approximately 65%. In a multiple dose study conducted with a research formulation which
is less bioavailable than the tablet or suspension, there was little accumulation of drug in
serum or urine after dosing for 14 days. The serum half-life of cefixime in healthy subjects is
independent of dosage form and averages 3-4 hours but may range up to 9 hours in some
normal volunteers. Average AUCs at steady state in elderly patients are approximately 40%
higher than average AUCs in other healthy adults.

In subjects with moderate impairment of renal function (20 to 40 mL/min creatinine
clearance), the average serum half-life of cefixime is prolonged to 6.4 hours. In severe renal
impairment (5 to 20 mL/min creatinine clearance), the half-life increased to an average of
11.5 hours. The drug is not cleared significantly from the blood by hemodialysis or peritoneal
dialysis. However, a study indicated that with doses of 400 mg, patients undergoing
hemodialysis have similar blood profiles as subjects with creatinine clearances of 21-60
mL/min. There is no evidence of metabolism of cefixime in vivo.

Adequate data on CSF levels of cefixime are not available.

Microbiology

As with other cephalosporins, bactericidal action of cefixime results from inhibition of cell-
wall synthesis. Cefixime is highly stable in the presence of beta-lactamase enzymes. As a
result, many organisms resistant to penicillins and some cephalosporins due to the presence of
beta-lactamases, may be susceptible to cefixime. Cefixime has been shown to be active
against most strains of the following organisms both in vitro and in clinical infections (see
INDICATIONS AND USAGE):
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Gram-positive Organisms.

Streptococcus pneumoniae,

Streptococcus pyogenes.

Gram-negative Organisms.

Haemophilus influenzae

(beta-lactamase positive and negative strains),
Moraxella (Branhamella) catarrhalis

(most of which are beta-lactamase positive),
Escherichia coli,

Proteus mirabilis,

Neisseria gonorrhoeae

(including penicillinase- and non-penicillinase-producing strains).

Cefixime has been shown to be active in vitro against most strains of the following
organisms; however, clinical efficacy has not been established.

Gram-positive Organisms.
Streptococcus agalactiae.
Gram-negative Organisms.
Haemophilus parainfluenzae
(beta-lactamase positive and negative strains),
Proteus vulgaris,

Klebsiella pneumoniae,
Klebsiella oxytoca,
Pasteurella multocida,
Providencia species,
Salmonella species,

Shigella species,

Citrobacter amalonaticus,
Citrobacter diversus,
Serratia marcescens.

Note: Pseudomonas species, strains of group D streptococci (including enterococci),
Listeria monocytogenes, most strains of staphylococci (including methicillin-resistant
strains) and most strains of Enferobacter are resistant to cefixime. In addition, most
strains of Bacteroides fragilis and Clostridia are resistant to cefixime.

Susceptibility Testing

Susceptibility Tests:

Diffusion Techniques

Quantitative methods that require measurement of zone diameters give an estimate of
antibiotic susceptibility. One such procedure' has been recommended for use with
disks to test susceptibility to cefixime. Interpretation involves correlation of the
diameters obtained in the disk test with minimum inhibitory concentration (MIC) for
cefixime.

Reports from the laboratory giving results of the standard single-disk susceptibility
test with a 5-mcg cefixime disk should be interpreted according to the following
criteria:
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Recommended Susceptibility Ranges: Agar Disk Diffusion

Organisms Resistant Moderately Susceptible
Susceptible
Neisseria gonorrhoeae® - - 231 mm
All other organisms <15 mm 16 - 18 mm > 19 mm

# Using GC Agar Base with a defined 1% supplement without cysteine.

A report of “Susceptible” indicates that the pathogen is likely to be inhibited by
generally achievable blood levels. A report of “Moderately Susceptible” indicates that
inhibitory concentrations of the antibiotic may well be achieved if high dosage is used
or if the infection is confined to tissues and fluids (e.g. urine) in which high antibiotic
levels are attained. A report of “Resistant” indicates that achievable concentrations of
the antibiotic are unlikely to be inhibitory and other therapy should be selected.

Standardized procedures require the use of laboratory control organisms. The 5-mcg
disk should give the following zone diameter:

Organism Zone diameter (mm)
E. coli ATCC 25922 23-27
N. gonorrhoeae ATCC 49226° 37-45

* Using GC Agar Base with a defined 1% supplement without cysteine.

The class disk for cephalosporin susceptibility testing (the cephalothin disk) is not
appropriate because of spectrum differences with cefixime. The 5-mcg cefixime disk
should be used for all in vitro testing of isolates.

Dilution Techniques

Broth or agar dilution methods can be used to determine the minimum inhibitory
concentration (MIC) value for susceptibility of bacterial isolates to cefixime. The
recommended susceptibility breakpoints are as follows:

MIC Interpretive Standards (mcg/mL)

Organisms Resistant Moderately Susceptible
Susceptible
Neisseria gonorrhoeae® -- -- <0.25
All other organisms >4 2 <1

As with standard diffusion methods, dilution procedures require the use of laboratory
control organisms. Standard cefixime powder should give the following MIC ranges
in daily testing of quality control organisms:

Organism MIC range (mcg/mL)
E. coli ATCC 25922 0.25-1
S. aureus ATCC 29213 8-32
N. gonorrhoeae ATCC 49226° 0.008-0.03

* Using GC Agar Base with a defined 1% supplement without cysteine.

Page 4 of 12




INDICATIONS AND USAGE

To reduce the development of drug resistant bacteria and maintain the effectiveness of
cefixime chewable tablets and other antibacterial drugs, cefixime chewable tablets
should be used only to treat or prevent infections that are proven or strongly suspected
to be caused by susceptible bacteria. When culture and susceptibility information are
available, they should be considered in selecting or modifying antimicrobial therapy.
In the absence of such data, local epidemiology and susceptibility patterns may
contribute to the empiric selection of therapy.

Cefixime chewable tablets is indicated in the treatment of the following infections
when caused by susceptible strains of the designated microorganisms:

Uncomplicated Urinary Tract Infections caused by Escherichia coli and Proteus
mirabilis.

Otitis Media caused by Haemophilus influenzae (beta-lactamase positive and negative
strains), Moraxella (Branhamella) catarrhalis, (most of which are beta-lactamase
positive) and S. pyogenes*.

Note: For information on otitis media caused by Streptococcus pneumoniae, see
CLINICAL STUDIES section.

Pharyngitis and Tonsillitis, caused by S. pyogenes.

Note: Penicillin is the usual drug of choice in the treatment of S. pyogenes infections,
including the prophylaxis of rheumatic fever. Cefixime chewable tablets is generally
effective in the eradication of S. pyogenes from the nasopharynx; however, data
establishing the efficacy of cefixime chewable tablets in the subsequent prevention of
rheumatic fever are not available.

Acute Bronchitis and Acute Exacerbations of Chronic Bronchitis, caused by
Streptococcus pneumoniae and Haemophilus influenzae (beta-lactamase positive and
negative strains).

Uncomplicated gonorrhea (cervical/urethral), caused by Neisseria gonorrhoeae
(penicillinase-and non-penicillinase- producing strains).

Appropriate cultures and susceptibility studies should be performed to determine the
causative organism and its susceptibility to cefixime; however, therapy may be started
while awaiting the results of these studies. Therapy should be adjusted, if necessary,
once these results are known.

* Efficacy for this organism in this organ system was studied in fewer than 10
infections.

CLINICAL STUDIES

In clinical trials of otitis media in nearly 400 children between the ages of 6 months to
10 years, Streptococcus pneumoniae was isolated from 47% of the patients,
Haemophilus influenzae from 34%, Moraxella (Branhamella) catarrhalis from 15%
and §. pyogenes from 4%.
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The overall response rate of Streptococcus pneumoniae to cefixime was
approximately 10% lower and that of Haemophilus influenzae or Moraxella
(Branhamella) catarrhalis approximately 7% higher (12% when beta-lactamase

positive strains of H. influenzae are included) than the response rates of these
organisms to the active control drugs.

In these studies, patients were randomized and treated with either cefixime at dose
regimens of 4 mg/kg BID or 8 mg/kg QD, or with a standard antibiotic regimen.
Sixty-nine to 70% of the patients in each group had resolution of signs and symptoms
of otitis media when evaluated 2 to 4 weeks post-treatment, but persistent effusion
was found in 15% of the patients. When evaluated at the completion of therapy, 17%
of patients receiving cefixime and 14% of patients receiving effective comparative
drugs (18% including those patients who had Haemophilus influenzae resistant to the
control drug and who received the control antibiotic) were considered to be treatment
failures. By the 2 to 4 week follow-up, a total of 30%-31% of patients had evidence of
either treatment failure or recurrent disease.

Bacteriological Outcome of Otitis Media at
Two to Four Weeks Post-Therapy
Based on Repeat Middle Ear Fluid Culture or
Extrapolation from Clinical Outcome

Organism Cefixime(a) Cefixime(a) Control(a)
4 mg/kg BID 8 mg/kg QD drugs

Streptococcus pneumoniae 48/70 (69%) 18/22 (82%) 82/100 (82%)
Haemophilus influenzae
beta-lactamase negative 24/34 (71%) 13/17 (76%) 23/34 (68%)
Haemophilus influenzae
beta-lactamase positive 17/22 (77%) 9/12 (75%) 1/1 (b)
Moraxella (Branhamella)
catarrhalis 26/31 (84%) 5/5 18/24 (75%)
S. pyogenes 5/5 373 6/7
All Isolates 120/162 (74%) 48/59 (81%) 130/166 (78%)

(a) Number eradicated/number isolated.

(b) An additional 20 beta-lactamase positive strains of Haemophilus influenzae
were isolated, but were excluded from this analysis because they were resistant
to the control antibiotic. In nineteen of these, the clinical course could be
assessed and a favorable outcome occurred in 10. When these cases are included
in the overall bacteriological evaluation of therapy with the control drugs,
140/185 (76%) of pathogens were considered to be eradicated.
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CONTRAINDICATIONS
Cefixime chewable tablets is contraindicated in patients with known allergy to the
cephalosporin group of antibiotics.

WARNINGS

BEFORE THERAPY WITH CEFIXIME CHEWABLE TABLETS IS
INSTITUTED, CAREFUL INQUIRY SHOULD BE MADE TO DETERMINE
WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY

REACTIONS TO CEPHALOSPORINS, PENICILLINS, OR OTHER DRUGS.

IF THIS PRODUCT IS TO BE GIVEN TO PENICILLIN-SENSITIVE
PATIENTS, CAUTION SHOULD BE EXERCISED BECAUSE CROSS
HYPERSENSITIVITY AMONG BETA-LACTAM ANTIBIOTICS HAS BEEN
CLEARLY DOCUMENTED AND MAY OCCUR IN UP TO 10% OF
PATIENTS WITH A HISTORY OF PENICILLIN ALLERGY. IF AN
ALLERGIC REACTION TO CEFIXIME CHEWABLE TABLETS OCCURS,
DISCONTINUE THE DRUG. SERIOUS ACUTE HYPERSENSITIVITY
REACTIONS MAY REQUIRE TREATMENT WITH EPINEPHRINE AND
OTHER EMERGENCY MEASURES, INCLUDING OXYGEN,
INTRAVENOUS FLUIDS, INTRAVENOUS ANTIHISTAMINES,
CORTICOSTEROIDS, PRESSOR AMINES AND AIRWAY MANAGEMENT,
AS CLINICALLY INDICATED.

Anaphylactic/anaphylactoid reactions (including shock and fatalities) have been
reported with the use of cefixime.

Antibiotics, including cefixime chewable tablets, should be administered cautiously to
any patient who has demonstrated some form of allergy, particularly to drugs.

Treatment with broad spectrum antibiotics, including cefixime chewable tablets, alters
the normal flora of the colon and may permit overgrowth of clostridia. Studies
indicate that a toxin produced by Clostridium difficile is a primary cause of severe
antibiotic-associated diarrhea including pseudomembranous colitis.

Pseudomembranous colitis has been reported with the use of cefixime chewable
tablets and other broad-spectrum antibiotics (including macrolides, semisynthetic
penicillins, and cephalosporins); therefore, it is important to consider this diagnosis in
patients who develop diarrhea in association with the use of antibiotics. Symptoms of
pseudomembranous colitis may occur during or after antibiotic treatment and may
range in severity from mild to life-threatening. Mild cases of pseudomembranous
colitis usually respond to drug discontinuation alone. In moderate to severe cases,
management should include fluids, electrolytes, and protein supplementation. If the
colitis does not improve after the drug has been discontinued, or if the symptoms are
severe, oral vancomycin is the drug of choice for antibiotic-associated
pseudomembranous colitis produced by C. difficile. Other causes of colitis should be
excluded.
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PRECAUTIONS

General

Prescribing cefixime chewable tablets in the absence of a proven or strongly suspected
bacterial infection of a prophylactic indication is unlikely to provide benefit to the patient
and increases the risk of the development of drug-resistant bacteria.

The possibility of the emergence of resistant organisms which might result in overgrowth
should be kept in mind, particularly during prolonged treatment. In such use, careful
observation of the patient is essential. If superinfection occurs during therapy, appropriate
measures should be taken.

The dose of cefixime chewable tablet should be adjusted in patients with renal
impairment as well as those undergoing continuous ambulatory peritoneal dialysis
(CAPD) and hemodialysis (HD). Patients on dialysis should be monitored carefully. (See
DOSAGE AND ADMINISTRATION.)

Cefixime chewable tablets should be prescribed with caution in individuals with a history
of gastrointestinal disease, particularly colitis.

Drug Interactions

Carbamazepine: Elevated carbamazepine levels have been reported in postmarketing
experience when cefixime is administered concomitantly. Drug monitoring may be of
assistance in detecting alterations in carbamazepine plasma concentrations.

Warfarin and Anticoagulants: Increased prothrombin time, with or without clinical
bleeding, has been reported when cefixime is administered concomitantly.

Drug/Laboratory Test Interactions
A false-positive reaction for ketones in the urine may occur with tests using nitroprusside
but not with those using nitroferricyanide.

The administration of cefixime may result in a false-positive reaction for glucose in the
urine using Clinitest®”, Benedict’s solution, or Fehling’s solution. It is recommended
that glucose tests based on enzymatic glucose oxidase reactions (such as Clinistix®" or
TesTape®") be used.

A false-positive direct Coombs test has been reported during treatment with other
cephalosporin antibiotics; therefore, it should be recognized that a positive Coombs test
may be due to the drug.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Lifetime studies in animals to evaluate carcinogenic potential have not been conducted.
Cefixime did not cause point mutations in bacteria or mammalian cells, DNA damage, or
chromosome damage in vitro and did not exhibit clastogenic potential in vivo in the
mouse micronucleus test. In rats, fertility and reproductive performance were not affected
by cefixime at doses up to 125 times the adult therapeutic dose.

Usage in Pregnancy

Pregnancy Category B. Reproduction studies have been performed in mice and rats at
doses up to 400 times the human dose and have revealed no evidence of harm to the fetus
due to cefixime. There are no adequate and well-controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human response, this
drug should be used during pregnancy only if clearly needed.
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Labor and Delivery
Cefixime has not been studied for use during labor and delivery. Treatment should
only be given if clearly needed.

Nursing Mothers
It is not known whether cefixime is excreted in human milk. Consideration should be
given to discontinuing nursing temporarily during treatment with this drug.

Pediatric Use

Safety and effectiveness of cefixime in children aged less than six months old have
not been established.

The incidence of gastrointestinal adverse reactions, including diarrhea and loose
stools, in the pediatric patients receiving the suspension, was comparable to the
incidence seen in adult patients receiving tablets.

Information for Patients

Patients should be counseled that antibacterial drugs, including cefixime chewable
tablets, should only be used to treat bacterial infections. They do not treat viral
infections (e.g., the common cold). When cefixime chewable tablets is prescribed to
treat a bacterial infection, patients should be told that although it is common to feel
better early in the course of therapy, the medication should be taken exactly as
directed. Skipping doses or not completing the full course of therapy may: (1)
decrease the effectiveness of the immediate treatment and (2) increase the likelihood
that bacteria will develop resistance and will not be treatable by cefixime chewable
tablets or other antibacterial drugs in the future.

ADVERSE REACTIONS

Most of adverse reactions observed in clinical trials were of a mild and transient
nature. Five percent (5%) of patients in the U.S. trials discontinued therapy because of
drug-related adverse reactions. The most commonly seen adverse reactions in U.S.
trials of the tablet formulation were gastrointestinal events, which were reported in
30% of adult patients on either the BID or the QD regimen. Clinically mild
gastrointestinal side effects occurred in 20% of all patients, moderate events occurred
in 9% of all patients and severe adverse reactions occurred in 2% of all patients.
Individual event rates included diarrhea 16%, loose or frequent stools 6%, abdominal
pain 3%, nausea 7%, dyspepsia 3%, and flatulence 4%. The incidence of
gastrointestinal adverse reactions, including diarrthea and loose stools, in pediatric
patients receiving the suspension was comparable to the incidence seen in adult
patients receiving tablets.

These symptoms usually responded to symptomatic therapy or ceased when cefixime
was discontinued.

Several patients developed severe diarrhea and/or documented pseudomembranous
colitis, and a few required hospitalization.

The following adverse reactions have been reported following the use of cefixime.
Incidence rates were less than 1 in 50 (less than 2%), except as noted above for
gastrointestinal events.
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Gastrointestinal (see above): Diarrhea, loose stools, abdominal pain, dyspepsia,
nausea, and vomiting. Several cases of documented pseudomembranous colitis were
identified during the studies. The onset of pseudomembranous colitis symptoms may
occur during or after therapy.

Hypersensitivity Reactions: Anaphylactic/anaphylactoid reactions (including shock
and fatalities), skin rashes, urticaria, drug fever, pruritus, angioedema, and facial
edema. Erythema multiforme, Stevens-Johnson syndrome, and serum sickness-like
reactions have been reported.

Hepatic: Transient elevations in SGPT, SGOT, alkaline phosphatase, hepatitis,
jaundice.

Renal: Transient elevations in BUN or creatinine, acute renal failure.
Central Nervous System: Headaches, dizziness, seizures.

Hemic and Lymphatic Systems: Transient thrombocytopenia, leukopenia, neutropenia,
and eosinophilia. Prolongation in prothrombin time was seen rarely.

Abnormal Laboratory Tests: Hyperbilirubinemia.
Other: Genital pruritus, vaginitis, candidiasis, toxic epidermal necrolysis.

In addition to the adverse reactions listed above which have been observed in patients
treated with cefixime, the following adverse reactions and altered laboratory tests
have been reported for cephalosporin-class antibiotics:

Adverse reactions: Allergic reactions, superinfection, renal dysfunction, toxic
nephropathy, hepatic dysfunction including cholestasis, aplastic anemia, hemolytic
anemia, hemorrhage, and colitis.

Several cephalosporins have been implicated in triggering seizures, particularly in
patients with renal impairment when the dosage was not reduced. (See DOSAGE
AND ADMINISTRATION and OVERDOSAGE.) If seizures associated with drug
therapy occur, the drug should be discontinued. Anticonvulsant therapy can be given
if clinically indicated.

Abnormal Laboratory Tests: Positive direct Coombs test, elevated LDH,
pancytopenia, agranulocytosis.

OVERDOSAGE

Gastric lavage may be indicated; otherwise, no specific antidote exists. Cefixime is
not removed in significant quantities from the circulation by hemodialysis or
peritoneal dialysis. Adverse reactions in small numbers of healthy adult volunteers
receiving single doses up to 2 g of cefixime did not differ from the profile seen in
patients treated at the recommended doses.
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DOSAGE AND ADMINISTRATION

ALL RECOMMENDED DOSAGE FOR CEFIXIME SUSPENSION ARE
INCLUDED IN THIS SECTION FOR INFORMATIONAL PURPOSE ONLY.
CEFIXIME CHEWABLE TABLETS 100 MG ARE APPROPRIATE FOR A 100
MG DOSE, CEFIXIME CHEWABLE TABLETS 150 MG ARE APPROPRIATE
FOR A 150 MG DOSE AND CEFIXIME CHEWABLE TABLETS 200 MG ARE
APPROPRIATE FOR A 200 MG DOSE.

CEFIXIME CHEWABLE TABLETS SHOULD BE CHEWED BEFORE
SWALLOWING.

Adults: The recommended dose is 400 mg daily. For the treatment of uncomplicated
cervical/urethral gonococcal infections, a single oral dose of 400 mg is recommended.

Children: The recommended dose is 8 mg/kg/day of the cefixime. This may be
administered as a single daily dose or may be given in two divided doses, as 4 mg/kg
every 12 hours.

PEDIATRIC DOSAGE CHART
Patient Weight | Dose/Day Dose/Day Cefixime Chewable
(kg) mg mL = tsp of Tablet Dose
suspension
6.25 50 2.5mL = Yatsp -
12.5 100 5mL =1 tsp 1 tablet of 100 mg
18.75 150 7.5mL=1"tsp | 1 tabletof 150 mg
25 200 10 mL =2 tsp 1 tablet of 200 mg
31.25 250 12.5mL =2 % tsp ---
37.5 300 15 mL =3 tsp ---

Children weighing more than 50 kg or older than 12 years should be treated with the
recommended adult dose.

Otitis media should be treated with the cefixime chewable tablets or suspension.
Clinical studies of otitis media were conducted with the cefixime chewable tablets or
suspension, and the cefixime chewable tablets or suspension results in higher peak
blood levels than the tablet when administered at the same dose. Therefore, the tablet
should not be substituted for the cefixime chewable tablets or suspension in the
treatment of ofitis media. (See CLINICAL PHARMACOLOGY.)

Efficacy and safety in infants aged less than six months have not been established.

In the treatment of infections due to S. pyogenes, a therapeutic dosage of cefixime
chewable tablets should be administered for at least 10 days.
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Renal Impairment

Cefixime chewable tablets may be administered in the presence of impaired renal
function. Normal dose and schedule may be employed in patients with creatinine
clearances of 60 mL/min or greater. Patients whose clearance is between 21 and 60
mL/min or patients who are on renal hemodialysis may be given 75% of the standard
dosage at the standard dosing interval (i.e., 300 mg daily). Patients whose clearance is
< 20 mL/min, or patients who are on continuous ambulatory peritoneal dialysis may
be given half the standard dosage at the standard dosing interval (i.e., 200 mg daily).
Neither hemodialysis nor peritoneal dialysis remove significant amounts of drug from
the body.

HOW SUPPLIED
Cefixime chewable tablets 100 mg, 150 mg and 200 mg.

Package sizes to be determined.

Storage: Store at 20 - 25°C (68 - 77°F) [See USP Controlled Room Temperature].

REFERENCES

1. Bauer AW, Kirby WMM, Sherris JC, et al.: Antibiotic susceptibility testing by a
standard single disk method. 4m J Clin Pathol 1966; 45:493.

2. National Committee for Clinical Laboratory Standards, Approved Standard:
Performance Standards for Antimicrobial Disk Susceptibility Tests (M2-A3),
December 1984.

3.  Standardized disk susceptibility test. Federal Register 1974; 39 (May 30):
19182-19184.

**Clinitest® and Clinistix® are registered trademarks of Ames Division, Miles
Laboratories, Inc. Tes-Tape® is a registered trademark of Eli Lilly and
Company.

(Date: June 2004)
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ENCLOSURE 2

Labeling of the Reference Listed Drug Product -
Cefixime for Oral Suspension USP, 100 mg/5 mL
[ANDA #65-129, Holder - Lupin Limited]




SUPRAX®
CEFIXIME FOR ORAL SUSPENSION, USP 100 mg/5 mL
Rx only
o reguce the development of drug esstant baclena and mantain the effectiveness of Suprax (cefixime) for Oral

suspension and cther antibactenal drugs “up ax sheuld be Jsed orfy o treat or prevent infections that ars proven o
strongiy suspected to be caused by bactenia

QESC'D‘IDTIHII
Suprax (cefixime) for Oral Suspensicn 1s a ;em\synme(vn cephalusporm antibiotic for oral administration Chemically 1t
s (6R7R)-7-[2-2-Amino 4 thia-zolyl)g| 5-thia- 1 4 2 0joct-2-ene-2-carboxyhic

acid, 72-{Z HO- (r.amoxymemy\) oxime) mhydvale
Molecular weight = 507 50 as the tnhydrate

The structural formula for cefme s

,COOH
7
ICH?
% COOH
N
i )j/w CH, 3H;0
HN C
r4 \( p/ \CONH--p\

S—

After reconstitution each teaspaontul {5 mL) of suspension contains 100 mg of cefixime as the tnhydrate In addition the
suspension contains the following inactive 1ngredients strawberry flavor, sodium benzoate, sucrose colioidal silicon
dhoxide and xanthan gum

CLINICAL PHARMACOLOGY

Suprax gwven orally 15 about 40%-50% absorbed whether administered with or without food however, time fo maximal
absorption s increased 8 hours with food "he oral suspension proguces average
peak concentrations approxirately 25%-50% higher than the fablels when tested 19 normal adu volunteers Two
hundred and 400 mg doses of oral suspension produce average peak concentrations of 3 meg/mL (range 1 fo 45
meg/mL) and 46 meg/mi {range 19 to 7 7 meg/ml), respectively when tested In normaf adulf volunteers The area
uader the time versus curve 1s greater by 10%-25% with the oral suspenston than with the
tabiet after doses of 100 to 400 mg, when fested in nermal aduit volunteers This increased absorption should be taken

Susceptibility Testing

Suscephibiiity Tests

Ditfusion Techniques

Quantitahive methods thai require measurement of zone didmeters give an estmate of antibiotic susceptioil ty Ore s 1
pmcedme‘ 2 has been recommended far use with disks to test Susceptibility to cetme Interpretalion 1nvolas
correlation of the Jrameters cbiained in the disk test with m rimum  phibitory concentration (MIC) or cefisirme

Reponts from the laboratory giving results of the standara single-disk susceptibiity test with a 5-mcg cefixime disk
shouid be interpreted according to the fallowing critera

Recommended Susceptibility Ranges Agar Disk Dittusion

Organisms Moderately

Resisiant Susceptible Suscaplidle
Neissena gonorrhoeag® - - 231 mm
All other organisms. <15mm 16-18mm 219mm

2 jsing GC Agar Base with a defined 1% supplement without cysteine

A report of “Susceptible” indicates that the pathogen 1s Iikely to be inhibited by generaily achievable blaod levels A report
of *Moderately Susceplible” indicates that inwbitory concentrations of the antibiolic may weil be achieved If high dosage
15 used or if the infection 1s confined to tissues and fluids (e g urine) in which high antibiotic levels are attained A report
of “Resistant” ndicates that achievable concentrations of the antibiotic are unhikely to be mhibitory ang other therapy
should be selected

Standardized procedures require the use of laboratory control ergamisms The 5 meg disk should give the following zone
diameter

Zone diameter {(mm) o
£ col ATCG 25922 2327
N ATCC 492267 37-45 |

3 Using GC Agar Base with a defined 1% supplement without cysteine

because of spechium

The class disk for testing (the disk) 15 not
difterences with ce'iame The 5-mcg cetixime disk should be used for all i vitro testing of 1solates

Dilution Techmgues
Brath or agar dilution methods can be used to determine the mimmum inhibitory concentralian (M'CY valve for
susceptibility of bacterial isofates to cefoome The recommended suscephibility breakpoints are as follows

ity consmevalmn if the oral suspension 1s to be suhsmuted for the tabiet Because of the lack of tablets
for oral suspenss of otihrs medra {See DOSAGE AND AD TRATION)

X d for oral suspens h edi2 {See DOSAGE AND ADA RATION)
Cvoss -ver studies of tablet versus suspension have nol been pertormed in children

Peak serum concentrations occur between 2 and 6 hours following oral admimistration of 400 mg of Cefixime suspension
Peak serum concenirations occur between 2 a1d 5 hours following a siagle administration of 200 mg of suspension

TABLE

Serum Levels of Cetixime after Administration of Tablats {mcg/mL)

T —

MIC Interpretive Standards (mcg/ml}

| orgamsms T Moteratay |
Resistant
- i
Nerssera gonormoeae? - . - 025
. _
Al other organisms 24 | 2 1 <1
|

As with standard ditfusron methods dilufton procedures require the use of laboratory control organisms  Standar

DOSE 1h 2h ;4 I gh i 8h 12h 24h cefixime powder should give the fallowing MIC ranges i daily testing of quality conirol organisms
— el oD Tl PO
omg | 0% 18 1 07 ' 04 02 002 ___ MC range (mcg/ o
[ 0251
i 7 1 4
| oma T 0 T i LE g 00 S anreus ATCG 29213 Y
A0 mg L 1¢ 25 35 27 17 06 004 N gonoirhoeae ATCC 492268 0008-003

Serum Levels of Cefixime after Administration of Orat Suspensian (meg/mL)

i DOSE L] ( 2h 4h &h 8h 12h 24h
100 mg a7 i\:}“‘“ 13 03 06 02 (;}2—_
772700’7'19 127A 7217 26 2 13 05 007
400 mg 1 357 1 B 744 33 2 é‘ ”“(;‘g"“_ 04(;7 N

Approximately 50% of the absorbed dose 1s e<creted unchanged i the uine in 24 hours In animal studies, it was noted
that cefixime 15 also excreted in the bile in excess vf 10% of the admiistered dose Serum protesn inding 1s
conzenation independent with a bound fraction of approxsmately 65% In @ muttiple dose study conducled with a
eseaich formulation which 1s less broavaiiable than the tablet or suspension there was hittie accurulation of drug m
Serum o7 ynoe after dosing for 14 days The serum half-life of cef ixime 1n heaithy subjects is independent of dosage form
and averages 3-4 hours but may range up to 9 hours 1n some norrmal volunteers Average AUCS at steady State in elderly
patients are approximately 40% higher than avarage AUCS 1n other hewlthy aduits

Iy subjects with fnoderate impairment o renal lunction (20 to 40 mL/min creatiming clearance), the average serum half-Irfe
ol cefixime s prolonged 15 6 4 hours In severe renal impairment (5 10 20 mi/min creativing clearance), the half-ife
increased to an average of 115 howrs The drug s not cleared significantly rom the blood by hemodatysts of peritoneal
dialysis However a study indicated that with doses of 400 mg, patients undergo:ng hemodiaiysts have similar blood
protiles as subjects with creatinine clearances af 21-60 mi/min There 1s no evidence of metabolism of cefixime m vivo

Adequate data on CSF leve's 3t zefxme ace nat avallable

Microbiolagy

As with other cephalosporins, Jactericidal action of celixime results trom mhibition of cell-wall synthesis Geluame is

highly stahle in the presence ol beta-lactamase enzymes As a result many orgamsms resistant to panicillins and some

cephalosponns due to the presence of beta-factamases may be susceptible to ce'iime Cebxime has been shown to be

:;gxe aganst most strains of the foflowing organisms bolh s witro and n chinical niecbions {see INDICATIONS AND
GE)

G am-positive Organisms

Streplococcus pneumoniae

Streplocaccus pyogenes

Gram-negative Orgamsms

Haemoptilus influenzae

{befa-lactamase positve and negative strains)
Moraxella (Branhamelia) calarchalis

(most of which are beta-factamase positive),
Escherichia colr

Proteus micabiirs

Nesssena gonorrhoeae

(including pemcillinase- and non-penicilinase producirg strains)

Cehxame has been shown to be active « vitro against most strans of the foll, g orgamsms however chinical efficacy
has not been established

Gram positive Organisms
Streptococcus agalactae
Gram-negative Organisms
Haemophilus paraintiuenzae
(beta-lactamase posttive and negateve strans,
Proleus vuigarss,

Kiebsiella preumoniae
Kiebsiella oxytoca,
Pasteuretia multocida
Providencia species
Salmonella species

Shigeiia species.

Crtrobacter amalonalicus
Citrobacter diversus
Serratia marcescens

Note Pseudomonas spectes srans of group D {including Listeria most
strains of staphylococe (nciuding methiciftin-resistant strans) and most strains of Enterobacter are resistant to celixime
10 additon most strans of Bacterosdes fragiis and Clostricha are resistant to celixime

£06£0¢

|

SUPRAX®

CEFIXIME FOR ORAL

@ Using GC Agar Base with a defined 1% supplement without cystemne

INDICATIONS AND USAGE

To reduce the development of diug resistant baclena and maintam the effectiveness of Suprax (cefsime) for Oral
Suspension and otner antibacterial drugs, Suprax should be wsed oniy (o treat or prevent nfections that are proven or
stongly suspected {o be caused by susceptible bactena When culture and susceptibility information are available they
should be considerec 1n selecting or modifying antimicrobial therapy in the absence of such data local epidemiology and
susceplibility patterns may contribute to the emping setection of therapy

Suprax 1s indicated n the treaiment of the following mfections when caused by susceptible strains of the destgnated
ICIo0Iganisms

Uncomphcatea Unnary Tract Infections caused by Escheniciia coh and Profeus musabihs

Outis Media caused by Haemophiius influenzae (beta-lactamase positive ano negafive strains) Moraxelia (Branhameiia)
caiarrhahs (most of which are beta-factamase positive) and S pyogenes™
Note For information on ofihs media caused by Streplococcus preumoriae see CLINICAL STUDIES sectior

Pharyngitis and Tonsilhtis caused by S pyogenes

Nofe Penicithin 15 the usual drug of choice In the trealment of S pyogenes infections including the prophylaxis of
theumatic fever Suprax 1s generally effective m the eradication of S pyogenes from the nasopharynx however data
establishing the efticacy of Suprax in the subsequent prevention of rheumatic fever are not available

Acute Bronchitis and Acute Exacerbations of Chrome Bronchiis caused by
inflvenzae {befa-lac’amase positve and negative strains)

and f

2 gongrrhea (cer
producing strains)

, caused by Nerssera gonorrhoeae (pemicilinase-and non-penictilnase

Appropriate cultures and susceptibility studies should be performed to determine the causative organism and its
suscephibility to cefonme however therapy may be started while awating the results of these studies Therapy should be
adjusted o necessary once these results are known

* Efficacy for this organism in this organ system was studied i fewer than 10 infections

CLINICAL STUDIES

In cimcal trials of otitis media 1n nearly 400 children between the ages of 6 months 1o 10 years Straptococcys
preumoniae was isofated from 47% of the patients, Haemootulus infiuenzae from 34% Moraxelia (Branhamelia)
catarrhahs trom 15% and S pyogenes from 4%

The overall response rate of Streptococcus preumoniae to cefixime was approximately 10% lower and that of
Haemophilus influenzae or Moraxelia (Branhamelia) catarrhalis approximately 7% tigher (12% when beta-lactamase
positive strains of # snfiuenzae are ncluded) than the response rates of these organisms to the active control drugs

In these studies patients were randomized and treated with either cefime at dose regimens of 4 mg/kg BID or 8 mg/kg
QO or with a standard antitiotic regimen Sixty mine to 70% of the patients in each group had resolution of signs and
symptoms of ohihs media when evaluated 2 10 4 weeks post-treastmeat but persistent effusion was found in 15% cf the
patients When evaluated at the completion of therapy, 17% of patients receiving cetime and 14% of patients feCEVINgG
effective comparative drugs (18% cluding those patients who had Haemaphilus infiuenzae resistant o the control drug
and who received the contral antibiotic) were considered to be freatment fadures By the 2 10 4 week follow up atotal of
30%-31% of patients had evidence of exther treatment failure o recurrent disease

Bacteriotogical Outcome of Otitis Media at
Twao to Four Weeks Post-Therapy
Basad on Repeat Middle Ear Flued Culture or
Extrapolation fram Clinical Outcome
T
0 C Control(a)
4 mg/kg BID 8 mg/kg OD drugs
Stregtococcus prevmoniae I 48/70 (63%} 18/22 {82%) 821100 (82%)
Haemophitus intiuenzae ]
beta-lactamase negative ! 24f34 (T1%) 1317 (76%) 23134 (68%)
Haemophilus influenzae )
beta-factamase positive 17722 (T7%) 9/12 (75%} 1/1(b)
Moraxelta (Branhamelia} i 1
catarrhalis 26/31 (84%) 5/5 18/24 (75%)
S pyogenes 5/5 33 67
Al Isolates 120/162 (74%) 48/59 (81%) 130/166 178%7]77
a
]
oy
Suf
% B6
= Ex
s~
a®
2
73



a) Nunper e ageated numoer solated

b An additional 201 beta-lac'amase pas "¢ Srairs of Haemoprufus .1 uer Zae wrre 5> ated but were excluced Fom this
analySis betause ey were "esistant to the contrcl antibistic In riveteen of Ihese ne clinical course could be
assessed and a favorablz cutcome ocrurred 1n 10 When these cases are included i the overall bacteiological
evaluation of therapy with *he coniro! drugs 140/185 (76%) of pathogens were considered [0 be eradicalec

CONTRAINDICATIONS
Suprax 1s contraindicated 1n catients with known aliergy to the cephatosoorn group of antibiotics

Wi 3

BEFORE THERAPY WITH SUPRAX IS INSTITUTED, CAREFUL INQUIRY SHOULD BE MADE TO DETERMINE
WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY REACTIONS TO CEPHALOSPORINS,
PENICILLINS, OR OTHER DRUGS. IF THIS PRODUCT IS 0 BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS,
CAUTION SHOULD BE EXERCISED BECAUSE CROSS HYPERSENSITIVITY AMONG BETA-LACTAM
ANTIBIOTICS HAS BEEN CLEARLY DOCUMENTED AND MAY DCCUR [N UP TO 10% OF PATIENTS WITH A
HISTORY OF PENICILLIN ALLERGY IF AN ALLERGIC REACTION TO SUPRAX OCCURS, DISCONTINUE THE
DRUG. SERIOUS ACUTE HYPERSENSITIVITY REACTIONS MAY REQUIRE TREATMENT WITH EPINEPHRINE
AND OTHER EMEHGENCV MEASURES, INCLUDING OXYGEN, INTRAVENOUS FLUIDS, INTRAVENOUS
PRESSOR AMINES AND AIRWAY MANAGEMENT, AS CLINICALLY

INDICATED
Anaphylactic/anaphylactoid reactions (including shock and fatalibies) have been reported with the use of cefiume

Antibiotics, including Suprax, should be admenistered cautiously to any patient who has demanstrated some form of aliergy,
parhicularty to drugs

Treatment with broad spectrum anbsbiotics mcluding Suprax alters the normal flora of *he colon and may permit
avergrowth of clostridia Studies indicate that a toxin produced by Clostriciurm tifficile 1s a pnmary cause of severe

SR asaintor dinthon oldinn on ek

antibigtic-associated Giarihea inCiuding pseudomembiancus colitis

Pseudomembranous colitis has been reported with the use of Suprax and other broad spectrum antibretics (including

Hemic ana Lymgnai ¢ Systerms Trars ent thrombacytopenia levkopenia sedtroper @ and eosirupn ld Fo st cr
prethrombin time was seen farely

Abnatmar cabora'ory Jests Hypertit rubmemia
Otter Genital pruntus vaginitis candidiasis toxic epidzrmal necrolysts

in addition to the adverse reactions listed above which have been observed in palsents treated witn cefixime, the folfowing
adverse reacttons and altered laboratory tests have been reported for cephalosporin-class antibiotics
Adverse reactions Allergic reactions. renal toxic hepatic
cholestasis aplastic anemia, hemolytic anemia, hemorrhage, and colttis

ncluding

Several cephalosponins have been implicated n tnggering sewzures, particularly i patients with renal impatrment when the
dosage was not reduced (Sec DOSAGE AND ADMINISTRATION and OVERDOSAGE ) If seizures associated with
drug therapy occur the drug should be discontinued Anticonvuisant therapy can be given if chnically indicated

Abnormal Laboratory Tesls Posttive direct Coombs test elevated LDH, pancytopenia agranulocytosis

OVERDOSAGE

Gastric lavage may be indicated, otherwise, no specific antidote exists Cefrxime is not femoved 1n signrficant quantties
from the circufation by hemodialysss or pentoneal dialysis Adverse reactions m small numbess of healthy adull valunteers
tecewving single doses up to 2 g of cefame did not differ from the profile seen 1 patients treated at the recommended
doses

DOSAGE AND ADMINISTRATION

Adufts Once Suprax 15 the dase of the 15 400 mg daily For the treatmen' of
uncomplicated cervical/urethral gonococcal nfections a single oral dose of 400 mg s recommended

Chiidren The recammended dose 1s & mg/kg/day of the suspensian This may be adminisiered as  singie darly dose nr
may be given 1n two divided doses, as 4 mg/kg every 12 hours

macrolides penicillins, and Ins) therefore, it 15 1important to consider this diagnosts In patients
who develop diarrhea (n association with the use of antibiotics Symptoms of pseudomembranous colitis may occur PEDIATRIC DOSAGE CHART .
during or after antibiotic treatment and may ange 1N seventy from mild to Ife-tveatening Mid cases of Patient Weight Dose/Day ‘ Dose/Day Dose/Day
pseudomembranous coltis usually respond to drug discantinuation alone 1n moderate to severe cases, management (kg mg ' mt tsp of suspension
should mclude fluds, electroytes and protein supplementation If the colitis does not mprove after the diug has been
fiscontinued, or 1f the symploms are severe, oral vancomycin Is the drug of vhoice for antibiotic-associated 6825 50 25 2
pseudomembranous colitis praduced by C cficife Other causes of colilis should be excluded = s 0 5 ; T
PRECAUTIONS -

1875 150 75 A
General ——— e
Prescribing Suprax (cefixme for Oral Suspension i the absence of a proven or strongly suspected bacterial ifeclion 25 200 10 2
of a prophylactic indication «s unlikely to provide benefit to the patient and inc-eases the nisk of the of -
drug-resistant bactersa 312 250 | 125 2
The possibilkty of the emergence of resistant organisms which might resuit in overgrowtht should be kept i mind, 375 300 T 15 3
particularty during prolonged treatment In such use careful observation of the patient 1s essential If |

ocours during therapy, appropriate measures shoutd be taken

The dose of Suprax should be adjusted m patients with renal ympairment as well as those undergeng continuous
dmbulatory pentoneat dialysts (CAPD) and hemodialysis (HD) Patients on dialysts shoutd be monttored caretully
(See DOSAGE AND ADMINISTRATION }

Suprax should be prescnber wath caution in individuals with a history of gastraintestina disease particularly colins

Drug Interactions

Carbamazepine Elevated carbamazepine levels have been reporied in postmarkefing experience when cefixime 1S
admimistered concomitantly Drug monitoring may be of assistance ¢ detecting afteralions 1n carbamazepine plasma
concentrations

Warfann and Anticoaguiants increased prothrombin time with of witnout clinicar breeding  has been reported when
cefixime 15 administersd concomitantly

Drug/Laboratory Test Interactians
A false-posimve 1zaction for <etones 1n e urine May ocour with tests using nitroprusside but not with those using
niroferncyanide

The administration of cefixime may result in 3 false-posttive reachion for glucose m the urne using Clindest®*,
Benadirt's solution or Fefthngs solation It 1s recommended that glucose fests based on enzymatic glucose oxdase
reactians (such as Climistix®*~ or TesTape®**} be used

A false positive direct Coombs test has been reported dunng treatment with other cephalospornin anlibrotics, therefore it
shenld be recognized that a pesitive Coombs test may be due to the drug

[ of Fertitity

Lifetime studres n animals to evaluate carcinogenic potential have not deen corducted Cefixime did not cause point
mutations 1n bacteria or mammalian cells DNA damage, o chromosome damage +n vitro and did not exhibit clastogenic
potentia, ' vivo In the mouse micronucieus test In rats fertility and reproductive performance were not affected by
cefuame at doses up ta 125 tires the adult therapeutic dose

Usage in Pregnancy

Pregrancy Category B Reproduction studies have been performed n mice and rats at doses up to 400 times the human
dose ard have revealed no evidence of haim to the ‘elus due to cetxime There are o adequate and weil-controlled
studies 1n pregnant women Because animat reproduction studies are not always predichive of human respanse. s drug
should be used during pregnancy only If clearly needed

Labor and Delivery
1efoame has not been studied for use dunag labor and delvery Treatment should only e grven if clearly needed

Nursing Mothers
It 15 not known whether cefiume 15 excreted i human milk Considerafion should be given to discontiruing nursing
temporanfy during treatment with this drug

Pediatric Use

Safety and effectiveness of cefixme 1n chiidren aged less than six months old have not been estabhshed

he incidence of qastrointeshinal adverse reactio™s wcluding drarrhea and loose slooss n <he pediatric patients receming
the suspension was comparable to the inc dence seen in adul* patients receving latlets

Infarmation for Patients

“ahents shouid be counseted that antibacterial orugs 1cluding Suprax shoutd or 'y be used to treat bactersal infections
They do not treat viral infections (g g Ehe ccmmon cold) When Suprax 1s prescr.bed to treat a bacterial infection, patients
should be told that although 1S common to feel belter early n the course of therapy the medication should be taken
»xactly as directed Skippeng doses or aot completing the full course of therapy may (1} decrease the eflectivaness of the
rmediate treatment and (2) increase the Iikelihood that bactera wili develop resistance and will not be treatable by
Suprax or ather antibactenal drugs in the future

ADVERSE REACTIONS

Most of adverse reactions abserved 1n clinical trals were of a mild and transient nature Five percent (5%} of patients i
"e U'S trais discontinued therapy because of drug-refated adverse reactions The mast commonly seen adverse
eactions n U S trials of the tablet formulation were gastramtestinal events, which were reported in 30% of adud patients
n either the BID o the QD regimen Clinically mild gastrointestinal side effects occurred i 20% of all patients moderate
2vents accurred 1n 3% of all pahents and savere adverse reactions occurred in 2% of all patients Individuat event rates
sncluded drarthea 16% loose o frsquent stools 6% abdorminat pan 3% nausea 7% dyspepsia 3% and flatulence 4%
The 1ncidence of gastromtestinal adverse reactions, i luding drarrhea and foose stools = pediatric patients eceiving the
suspenstan was comparable to the incidence seen i adult patients recesving tablets

These symptoms Lsually responded 'o symptomatic therapy or ceased when ceftxime was disconhinued

Several patients develcped severe diarhea and/or documented pseudomembranous colitis and 2 few required
hospitaiization

The following adverse reactions have been eportea fotiowing the use of cef xme ~cidence rates were less fian tin 50
1fess than 2%) except as noted above for gastrointestinal events

Gastromtestinal (see above) Diarthea 10as2 slools abdominal pain dyspepsia aausea and vomiting Several cases of
documented pseudomembrancus colitis were identified during the studies The onset of pseudomembranous colitis
Symptoms may dccur curing of after therapy

Hypersensiimily Reachons Anaphytactc/anaphylactoid reactions {including shock and fataiies) skin rashes, urticana
Jrug fever, prunitus angoedema and facial edema Erythema multiforme Stevens Johnson syndrome and serum
sickness-tike reactions have been reported

Hepahr Transient elevat ons r >GPT SGO " alkaline phosphatase, hepatitis jaundice
Renal Transient elevations I» BUI o1 creatining acute 12nal fan ire

Centrat Nervous Systent Hearlar nes dizzinss, sezures

Children wesghing more than 50 kg or otder than 12 yea«s should be treated with the recommendea agult dose

Otitis meda shourd be treated with the suspension Climcal studies of olitis media were conducled wikh th2 suspenciu
and the suspensior results in higher peak blood levels than the tablet when administered af the same dose Therefore the
Lablet shoutd not be substituted for the suspension in the treatment of otitis media {See CLINICAL PHARMACOLOGY !

Efficacy and salety 1 infants aged less than six months have rat been established

In the treatment ¢f \nfections due to S pyogenes a trerapeutic dosage ol Suprax should be admimistered for 2 eant
0 days

Renal Impairment

Suprax may be administered in the presence of imparred renal function Normal dose and schedt +e may be empigyed n
patients with creatinine clearances of 60 mL/min or greater Patients whose cleararice 1s between 21 ang
60 mL/min or patients who are on renal hemodralysis may be given 75% of the standard <osage at the standard dosir g
interval (1€, 300 mg daily} Patients whose clearance 1S < 20 mL/min, or patients wh< are on continuo:sS amoulain y
pentoneal dialysis may be given half the standard dosage at the standard dosing irherval (e 200 mo iyt N,
fhemodialysis nor peritoneal dialysis remove significant amounts of drug from the beidy

For Orai
Bottle Size Reconstitution Directions
100 mL To reconstitule suspend with 68 mi waier Method Tap the bottle several times fo
100 mg/5 mL {oosen powder contents priof *o feconshubon Add approximately half the total amount

of water for reconstitution and shake. well Add the remainder of water and shake well
7sml To reconstitute, suspend with 51 _mi, water Method Tap the bottie severat times *

100 mg/5 mL loosen powder comtents prior to reconstitution Add approxsmately half he total awunt
of water for reconsbiuton and shake well Add the remainder of water and shake w2l!

50 mt, To reconstitute suspensd with 34 mL water Method Tap the bottie several himes to

100mg/SmL | loosen powder contents prior 1o reconstitutron Add approximately half the tofal amount

of water for reconstitutjon and shake wel! Add the remainder of water and shake well

After reconstitulion the suspension may be kept for 14 aays either at room lemperature or under retrigeration without
significant loss of potency Keep tightly closec! Shake weil before using Drscard unused portion after 14 days

HOW SUPPLIED

Suprax® (cefiame) for Oral Suspenston s ar off-white 1o paie yeHlow colored powder After reconstituted as direch d each
5 mL of recorstituted suspension contains 13 mg of cefixime as the trinydrate Suprax 1s supphed as follows

NDC 68180-202-03 - 50 mL Bottie

NDC 68180-202-02 75 ml Bottie

NDC 68180-202-01 - 100 mL Bottle

Prior 1o reconsitution Stors drug powder at 20 — 25°C (68 - 77°F) [See USP Controtied Room Temperature]
Store at room or under

After
Keep tightly ciosed
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